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^ ^«5^^>^ Al-<^1:&^1-^1( cytokines) 51 aJa^ ;^-1*111:A^^ 7^31 

#-^T^K PGE2. s^elTfi 
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^'S]T^ ■^^n]^- o]o^ ^ o]^ i^*>^ ^MlS-^^l: {Novel pyridine 

derivatives, process for preparing thereof and pharmaceutical compositions containing 
them} 

<i> ^ ^1^^ ^^^-§-<^l ^<=^*>^ >«>><5lS7l-<5l( cytokines)^ ^S^^ 7>^li SX'^ 

<?l(cytokines)<^l -^^fl T^fljfl^rf. "atiV^ o.^^ <^]^]^ '^^^^^ 



^ "^-^^1^ ^7l^;^l, % xfl^HjA] ^A>s^^;^>(transcription factor)* ^ 
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■^^^> S^^l-^ ^71^:^1 ^ ^7l^^l^ ^7l^;^l-i- ^^Aj^lfe ^ilJE^xfl^ -a 

-^^^^ ^^^-§-^ ^y]^AS. ^^i^t^. ^7]^n^ '^^^^91:^}^.^ ^"^^=^^1-^ 
7.1-(TNF; tumor necrosis factor, ^wl^Eflo] TNF-aS.£ <?1^^) ^ ^B^l^^-ldL-l; 
inter leukin-1) ^Jl, ^71^:^1^ tfl^^ ^a>2:^^;^1-S^ #>^^5l-^«-fl^-l(AP-l; 

activating protein-1), ^^^f^S^^T.]- (NFkB ; nuclear transcription factor kappa B) 

^ ^^^}^^9l:^KWA^:; nuclear factor of activated! cells) 

2. ^ PLA2 i^tb 2:^#^^<5l ^7^1 3l-8-^>^ "^r^^ ^1=1-. 

S^><y ^ 7>^ 7j-^^ ^-^S^i p>3.Ss|-^l ^ T ^i]i<Hl-^i NK-kB ^ 

c-jun/Ap-13]- ^-^V*?!;^!- ^ <?lBl^?l-l(IL-l), ^B]^^-6(IL-6) ^ "?lB]^^-8(IL-8)3i|- 

^^^(toxic shock syndrome), ^is^, ^4^^^ ^sj-^Cmultiple 

sclerosis), ^t^1-h]^ , ■l"^^'^, (Crohn' s disease) ^ ^11'^=-^^ ^^"^ 

(ulcerative colitis)^!)- "^^^^ ^4 7l-:^l ^l-7]-^^^^<^l ^^£l<>|^ 
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"^lE^^-f-^l-l^ ^"a^^^l-^^l-^ TNF-a^ ^o] ^<^^^^ A>ols.^]-tl-^S^-1 PLA2 

2^, COX-2 ^ iNOS^ -H-^^> #7H7lJl n ^sfS. PAF, PGE2 ^ NO ^3^^^ ^^-^1^ 

-^^^V^ ^^S. <^^^ ^T^. <?lB]^^-la ^ Ip^ S.^ ^i^V^^ 

57] A> 01 ;^]_ <g-3ij.fi]- ^o] s^^A^ AH.(Septic shock) ^ ^^l7l^^c,|i, S.^^^ 

■SCacute respiratory syndrome) ^ 7l^^<^ll^ ^A"^ f fl 71] ^1 o] 7] 5. ^VT=f. 

T^^^, CNS -a-, w>o]5l>i ^ Hi-Efl s] o]->^^ 711 ^^ifli^CCastl email's disease), ^Vn^^fl-^il 

^, AIDS ^-^-^^ ^l^KAIDS dementia complex) ^ 'arS^Voli^l ^^ji]- ^ 
^ ^-^■1^, ^^^^^^^1 ^^^-f^. ^El^ll^-Y (IFN-Y )^ T ^^1^ ^ NK ^il 

iofl o]§i] ^l^^sjttl ol^til^^ig(Graft-versus-Host disease). ^-^ , <^>Ssl 3Z|^<^ -§-0] r]- 
^^-^^ ^^54 ^^W. ^Bl^^-8^ ^e^Afl^^ ^^o] ^^^^^^ 

^, ^l^Hl ^Hjrsl^ cf^^^^ 7m^^, ^A^Al-^^]Al<g, 5t|^<g, sl-^A^ ^ 

<5> x^^^ (prostaglandins)^ ^#^-§-^1 ^^tt Ir^S-^i 

iEi-#^^ A3>^^^;^1, ^-8:1 PGG2. PGH2, ^ PGE2^ ^S^^^;*ll^ 7B^^>11 9X<=>]^^ ^-^-^ 

^^^S. <^^^ ^]WS.A-^]7]]^^]iC0X; cyclooxygenase)* ^fl ^ AS^^I SS.^ib1-# 

^S^^^ -^^ll: ^ ^ms^^l TllM-;^] ^ att '^^^^ Al-oi:£7>oiofl o]^fl 

^V-^lS^V-?!^ 'S^^m.^S^ O^;^]^ ^ o^^^ ^ o^t].. 
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<6> tcl-e-H, ^7] 7]^^ ^}tii\S. A>o]:g.7l-^^ ^diiAl^l^ ^^^-§- ^ ^^^^^ ^ 

<7> ^e, ^ ^T^^m^ ^fl- ^qs^ia -^^^^VTfl 5)^:2., "^jeitb ^ff- sl-^ 

a). -^IB^^^-I, ^B^^5ll^-y, PGE2 tfl-sfl iJ-^t!r ^^1*^^^ 7>;^l31 

<8> ^ ^1^^ ^f?-^^ aije^ri ^l^^l-^cfl ZL ^^o] o;ixi|._ 

<9> ^ ^1^^ ^7lt!r ^^s]^ -^-S.^^ ^^^o] o^r]-, 

<io> ^ ^Mtb -^S^fl7l- SX'^ A>ol:£7]-o](cytokines)4 

€ c^]^ '^^^^ ^^b, :±:<^^*, ^^^^ ^1 

<ii> ^ x^F^ si-*!-^ IS. '=>]^ ^^]^^ 7>^t!r 
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<12> [5|--ej-^ 1] 




<i3> ^7] si-*}-^ i<^l^i , 



<14> 



Ri, R2, Rs, R4, Rs. Re ^ R?^ ^^^-^ 



A], ofpli:,, Ci~C6 C2~C6 ^i^^J:?)!^. Ci~C6 ^i-g-'tt^^l, Ci~C6 MB^^, 

Ci-Ce o>mo>n]-,, ol-^o>iali^, ^V^^^l . Ci~C6 M-M^l^, Ci~Cq 



^ yj^yj- A-^s o]-^^]-^ ^l€-7l^ ^^^>'=^ 



<15> 



<16> 



-it^ N-R8^]:ii, '^H Rs^ Ci-Ce ^l^ll^'^'l-^, 4 



<17> 



^l^Cfused phenyl) #<^lAi 



<18> 



Kacid) ^ 



^y:, ^l^^^"?:!:, <^H1H^, ^i3]-s.xj.^ ^H^, ^sfl-tt, ^ ^ 
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^1=1- : ^^7l Ri, R2. R3, R4, R5, R 6 ^ Ry^ ^^^^S -a^l^^^l, Ci-Ce 

t^, C2~C6 Ci~ Ce ^l^'&^^l, -^7] 1 

<20> ^ ^T^<^1 i4€- ^7] ^-^^ IS. ^^"^ sl-'^^^ ^1^1^1-1^ 

<2i> 3 , ^1 ^5.-3x1 el-ii [3 , 4-c] 5£l 5l ^-1-^ , 

<22> €-3 , 4-1^ ■&! [3 , 4-c] 3£l e) ^-1-^ , 

<23> 5-ti] ^-3 , 4-t:] ^] ^S.-:^ ^^[3 A'c]^^ ^-1-^ , 

<24> 6 , 8-^ mS.S.-3 , 4-tq -3^1 ^S.-^ ^h^[3 , 4-c] 2^ e| t^-I-^ , 

<25> 6 , 8-1^1 -3 , 4-1:] ^1 e|-iE^[3 , 4-c] ^ si ^-1-^ . 

<26> -^^^ ^ -a-7l IS. K^]^^ 5^12: 

<27> ^ 4^ 3f\^^ ^-^M: ^, X=Y=0^ ^1-71 ^S^-^ IS. S.^]^^ 
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<28> [^-g-^ 1] 




C2) 



BgCOjMe 
^^1 





(3) 



R7-M 




(I) (x=y=o) 



<29> ^7] ^-g-Xl 101] Rg. R3, R4, R5. Rg. R7, -^7l<^lAi >§o^^ u].<^. ^c]-. 



<30> 



^ CAem., Vol. 41, No. 15, 2542, 1976; Pharmazie. 38(9), 591, 1983)^^1 ^"sfl 



<31> 



A. 



TW7\ ^-grl wl-^2)^>x:f. 



^7l^ 5l# til^(HelT^l^^^)c>>T^lH.(LHMDS), tij^zCHe] 



:^(KH), §1:^5:1 :E.(LiH) 



SX^. LHMDS7V Hj-^^^l-c]-. 
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<32> t\-^^ sj.^^ 30.^ S^lsi^ 0 "C R7 

# sl--^#^ -ari-Tfl ^ :B.^-5i:^elH.(NaBH4) b]# 

^e^^^ A]^ SE^ RyMgX^ S^l^^ n.^OL-i^B. Aie:j=(Grignard's reagent)^! 
^1 12^1 ^^^t JLSl Sl-^fcx^ X=0 ^ Y=0^ IS a-^lS]^ 
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<36> ^1-71 wv-g.^ 2<^]Ai, Ri, R2, Rs, R4. R5. Re. R7. X ^ 

<37> ^7] ^-S-i} 2<^1 IC)-^ >il;2:«j-^'Hl ^^1-1^, ^1-71 4S. S^lS)^ Sl-"^*^ iPfl^-iS. 

<38> :i5i tij-^, ^7l 5S ^^1^^ Sj-^l-* RsNHC^^m, R8-€r ^7l<^l>| ^^^^ 

AV^^s^ ^Hl^i '^^^ -g-^'^^l^i X=0«^l:2., Y=N-R8 



<39> 



^ ^i^*:*!! ^, X=S<^131 Y=0 SE^ N-Rg"?! 4^71 IS. 5. 



<40> [tiV-§-Xj 3] 



Re R: 




(1) (X=0,Y=OS£fe N-Ral 



(1) (X=S,Y=OS£fe N-Rs) 



<41> ^7] ^-§--^1 3<^lAi, Ri, R2, R3, R4, R5, Re, R7. Rs, X ^ Y^ ^7]o\]^] ^ 
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<42> ^1-7] i^-§-^ 3«^1 ?^1S«J-^<^1 -el^V^, X=09l ^y] IS. S^l^^ sl-^-i:* % 

^^1^, *^ ^l^i=(Lawesson's reagent)^!- ^:£<^1a-1 #-§-^17^ X=S<y 
Sltn^ IS. S.^]s\^ -§-<^l^>7fl ^ ^4. 



<43> ^ ^1^^ ^7] IS. ^^1*1-^ 7]-^*!: <^ 

¥^ "^4 "t^l 7lB}- ^^T-^-^l ^^11, JiS^l Sm^] S.^^]^ ^o_s. 

<45> ^ 4i^^^;^ls^i i-a -^J:^<^^^ 7l$o.^ 0.01 ^fl^l 

<46> "ii-^, ^ ^1^^ ^7] IS. s.^]^^ ^:=^]^^^s. ^-g- 7>^t]: 
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<47> ^, ^ ^1^^ '^^ '^^^^ r^x'g^^^ll, 5£^ ^^^^ ^7] 51- 

<48> ^^^^^^^ ^T^'V^^ ^^^J 3.^^^^, ^11*^=^^ 

7l^^^, T^^*^, 5I]AV^^ ^^^^'g, ^3-, 

<50>^Al<:r|] l: (3-Al<5]-i^-5£]e|^-4-^)-<5HlH^ 

<5i> THF 15 HiL-^l 4-T^l€-i^^^i^MH^ 2.52 -78 °C<^l^i IM LHMDS -§-^45 

mL# 2^7>^>J1 1^]^}: iiL^^>^i=f. ^^t!: ^£<^1^-1 t^T^l^^Vs^^i-ilolJE 1.98 mL» ^7>^> 
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<^l^-=>Hl^fl<^lH-^^(l:3)^ ^#"5:^^^. -^el^l-^ a-S^Vsnefl^il-sH (3->^l«^> 

i^-2lB:i^-4-<a)-oHlH<:]: 3.21 g(85%)^ ^'US. '^9X^. 

<52> iH NMR( 300MHz, CDCI3) 8.87(s, IH), 8.75(d, IH, /■=5.1Hz), 7.41(d, IH, /=5.1Hz), 3.89(s. 
2H), 3.77(s. 3H). 



<53>^Alo^l 2: 4-(2--3l:E.^Al-<>|l^)--UlSB|i^U|B.^^ 

<54> 1:^11^^ 18 raL«^l (3->«l<il-i^-5£lB:|ia-4-^)-6HlH^ ^l^^fl^ 1.58 ^^1^ 0 °C 

682 mg^ 7}-s}JL 2^1 :?> i2^^1-^i=f. ^-§-"^^1 '^Sl-'^J-S-^ 

^^>* 1^1 ^€€-S.h1-C)1:E.-p11 ^^(50:1)^ -g-#^^^ 3.^i^>S.^5fl3il-3rVo^ 

4-(2-^lJE.^Al-o1]^)-ul^Hli^i:]H^ 1.02 g(74%)* ^^ ^-^S. '^9X^. 

<55> IH NMR(300MHz, CDCI3) 8.82(s, IH). 8.69(d, IH, /=5.4Hz), 7.39(d, IH, /^.4Hz), 3.99(t, 
2H, /=6.3Hz), 3.10(t, 2H, /=6.3Hz). 



<56>^Alc^l 3: 3,4-r1§lS.S-5J]e}-i::[3,4-c]5£lBl^-l-^5l 

<57> 4_(2--5-l:B^A]-6]]^)--u)^B)i^i^Hl[ 765 ing<^l 13.6 mL» 7}^-^ 12^]^^^ ^ 
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ZLEflsil^Vct^ 3,4-i^^l^^-2le1-i^[3,4-c]2l5lTil-l-^ 760 mg(98%)^ ^^^IS. "^^i^. 

<58> iH NMR( 300MHz, CDCI3) 9.25(s, IH), 8.72(d, IH, /=4.8Hz), 7.22(d, IH, /=5.1Hz), 4.58(t, 
2H, /=6.0Hz), 3.08(t, 2H, /=6.0Hz). 

<59>^Al<m 4: (5-Alol-i^-2--Pll^-5E|e|^-4-^)-c'HlH'a: <^l^i^lS^ 

<60> 4-T3]]^--q^E:iL:.i-:iH^ tfl^ 4,6-T:^^1€-i^^^i^^H€ 2.88 g^r ^"h^tb ^1-S^^>31 

'^^I'^l 14 ^J-^'^^l ^^B (5-Alc5>i::-2-^l^-3t]&lia-4-<^)-'='HlH^ 3,2 

g(77%)^ ^^ ^'US. '^SX^. 

<6i> IH NMR( 300MHz, CDCI3) 8.75(s, IH) , 7.25(s, IH) , 3.83(s, 2H) , 3.76(s. 3H), 2.63(s, 3H). 
<62>^Alc:^l 5: 4-(2--ar|=^Al-6)l^)-6-Till^--qs^i^MH€^ 

<63> (3-A]ol-i^-s:i5:ici-4_<^)-cil-A-l]:eAV pll^ 'Hl^^^fls- tfl^ (5-^1 ^^1-^^-2-1^1 ^-5X1 S] 151-4- -a )- 

<^H1H^ <^1^^1=- 2.7 ^l-§-tb ^11-21^1-^ ^^Hl 2^ ^'Stl: «^^<^1 ^«fl 4-(2- 

^l=^Al-o]l^)-6-i3ll^-^^B|iaqHm 1.5 g(65%)* "^SX^. 

<64> IH NMR( 300MHz , CDCI3) 8.71(s, IH), 7.23(s, IH), 3.97(t, 2H, /=6.3Hz), 3.04(t, 2H. /= 
6.3Hz), 2.61(s, 3H). 

<65>^Alc^l 6: 6-^^-3,4-i:^^l:E.^-5Ei5l-i^[3,4-c]2^Bl^-l-^^ 
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<66> 4-(2--5-l=.^A]-6fl^)-qSBli^qH^ Cfl^ 4-(2--&l^^^l-'^l€)-6-T^l^-^^^i:i^m€ 

981 mg* ^}^^ ;^li^l-5>Jl ^Ajc^l 3511- ^<at]: ^^fl 6-i^l^-3,4-T::1-&l:^S-3£|Hl-i=. 

[3,4-c]sl5:i^-l-^ 1.19 g(99.4%)# '^9X^. 
<67> IH ^MR(300MHz, CDCI3) 9.01(s, IH), 7.79(s, IH), 4.60(t, 2H. J=6.0Ez). 3.26(t, 2H, /= 
6.0Hz), 2.70(s, 3H). 



<68>^Ai<:^1 7: (3-A]o]-i^-5-wl^-5:je|^-4-"a)-<^HlH'a: <^li!::^lS.£q 

<69> 4-12)1 ^-M^^^MH^ ^-^il 4-1^11 ^-5-til^--M SB] i:.iJjHll 2.42 ^}^^ ^1-^ 

^Al<^] loll- ^^^d\] 0:1 ^fl (3-Al6}i^-5-«]^-3i)slTa-4-^)-<^HlH^ € <^l^tfl=- 

2.5 g(74%)^ ^-^S "SSi^. 

<70> IH NMR(300MHz. CDCI3) 8.83(s, IH), 8.77(s, IH), 6.81(dd, IH, J =17.4Hz, ll.lHz), 5.78(d. 
IH, /=17.4Hz), 5.60(d, IH, /=ll.lHz), 3.95(s, 2H), 3.74(s, 3H). 



<71>^A1<:^1 8: 4-(2--&l:E.-^Al-ofl^)-5-Wl^--U|SElir::TJ|H€^ 

<72> (3->^l<^>ii-3le|^-4-<^)-«^HlH^ ^€ <HliiiBfl^ tflXI (3-/.]o-l-i:L-5-til^-5llB^^-4-'^)- 

<iHlH<0: d]]^^^^ 2.0 g* ^}^% ^fl^l^V^ ^^Hl 2^ ^'a^ ^«fl 4-(2- 

■er]:E.^A]-oil^)-5-t3]T^--L:i^B]i^u|H^ 1.04 g(60%)^ ^^ JL^]^ '^SX^. 

<73> IH NMR( 300MHz, CDCI3) 8.92(s, IH), 8.84(s, IH), 7.05(dd, IH, 7=17. 4Hz, ll.lHz), 5.96(d, 
IH, /=17.4Hz), 5.55(d, IH, /=ll.lHz), 3.61(t, IH, /=6.6Hz), 3.04(t, 2H, /=6.6Hz). 
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<74>^Alc^] 9: 5-wl>d-3,4-x^«lH.S.-5£|5l-ir[3,4-c]3i|5l^-l-^^ 



<75> 4-(2--3-l:^-^Al-oil^)--uI^Eli^u]H^ tfl^ 4-(2--5rl:^^A]-o11^)-5_wl^-u|^E^i:,u)H 

780 mg^ ^V-g-tb -M^Hl 3^1- ^<^t!: ^^'^'^] S-w] ^-3 , 4-c] ^1 

[3,4-c]5x1s]tS-1-^ 817 mg(85%)* ^-^^ja^fl^A^ "^SX^. 

IH NMR( 300MHz, CDCI3) 9.17(s, IH), 8.84(s. IH), 6.81(dd, IH, /=17.7Hz, ll.lHz), 5.81(d, 
IH, /=17.7Hz), 5.59(d, IH, /=ll.lHz), 4.56(t, 2H, /-6.0Hz), 3.09(t, 2H, J=6.0Hz) 



<77>^Alo^] 10: (2,6-i=l#S.S-3-Alo].i^-3£le|^-4-'a)-<^HlH^ <=fl^iBlls.b^ 



<78> 



4-^l€--u|^H]iiT^H^ tfl^ 2,6-i^#S.S.-4-T^l^--u|^B|i^i^:E^ 2.57 ^T-g-tl: 

^X\c^] 12]- ^^tb «j-^<^l ^^1] (2,6-T::l#^S-3-Al6>i^-^5]^-4-<^)-<='HlH'a: ^] 
<^]^^]]M 1.8 g(54%)^ SL<US. ^^t^. 

<79> iH NMR( 300MHz, CDCI3) 7.40(s, IH), 3.88(s, 2H), 3.78(s, 3H). 



<80>^Al«m 11: 2,6-i:^#S.S-4-(2--5lH.-^Al-6|]^)-v:)^Bli^i-lH^^ 

<8i> (3->^l^l-ii-^B^^-4-^)-ciHlH-t]: tfl^ (2,6-1=1 #^S-3-^l*>i:.-2i] si ^ 

2,6-tq#SS.-4-(2--5l:E.^Al-c.11^)-qsB|i::q:E^ 600 mg(68%)^ ^^ ^'^M. '^SX^. 



<82> 



iH NMR(300MHz, CDCI3) 7.40(s, IH), 3.98(t, 2H, 7=6. OHz), 3.09(t, 2H, /=6.0Hz). 



<83>^/.]o^] 12: 6,8-t:1#S.S-3,4-c]-5l:^S.-5ilS)-i^[3,4-c]3£|Blci-i-^o:j 
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300 mg* ^}-%-^ ;^l^lsr>j7 ^X\c^] 33). ^<^t!r ^^1] 6, 8-i^ #5.^-3,4-1::] 

^^-^e|-i^[3,4-c]5i| si 1^1-1-^ 270 nig(90%)-i- ^]%-^ JiL^flS. ^^cf. 

IH NMR( 300MHz, CDCI3) 7.40(s, IH), 4.60(t, 2H, J=6.0Ez). 3.10(t, 2H, /=6.0Hz). 



<86>^Alc^l 13: (2,6-«l^i-^^^Al-3-A]o]-i^-3s:)5:jT^l-4-^)-o>A-flE'?i!: ofl^iBfls.^ -^a^ 

<87> 4-T^l^--i^SH:|i^^H€ tfl^ 2,6-^1 >i-i3fl^^Al-4--Pl]^-u|^B]i^qH€ 2.05 ^}^^ 

-^il:^^ 1^1 € '^l^B)]^ 840 mg(35%)^ ^^ 

<88> iH NMR( 300MHz, CDCI3) 7. 45-7. 31 (m, lOH), 6.41(s, IH), 5.46(s. 2H), 5.35(s, 2H), 3.78(s, 
2H), 3.74(s, 3H). 



<89>^Alc^l 14: 2,6-T3l^-^^^Al-4-(2--Sl:=^Al-6i]^)-qSBli^qH^^ 1"^^ 

<90> (3-Alol-i,^-5qelci-4-<g)_o]-4EA> p]]^ ofl^iE-flS. tflAl (2,6-Wl^^-€^-^^l-3-A]d>i^-3i) 

el^-4-'a)-cimH^ ^l^Efls 500 rag^ ^}^^ ^^]<^] 2^ ^^tb 

^^fl 2,6-w].±:-^^^Al-4-(2--&l^-^Al-<:.ll^)--u|^Bli^u|B.^ 285 mg(62%)* ^'US. ^ 

IH NMR(300MHz, CDCI3) 7.44-7.30(m, lOH), 6.41(s, IH), 5.44(s, 2H), 5.35(s, 2H). 3.97(t, 
2H, /=6.3Hz), 3.10(t, 2H, /=6.3Hz). 
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<92>^A]ofl 15: 6,8-tq«rlH.-^Al-3,4-T::1*l = S-5x|el-i:i[3,4-c]5i|s]^-l-^^ 

<93> 4-(2--5-lS.-^Al-o)l^)--u|^H:ji^ulH€ cflAl 2,6-til^-T61^^Al-4-(2--3rl^-S.Al-oi]^)-u]^ 

-3,4-c1^1^^-3i]&l-i^[3,4-c]5SlelTa-l-^ 98 mg(98%)^ ^-fl^JL^l^ '^9X^. 

IH NMR(300MHz, CDCI3) 5.48(s, IH), 4.44(t, 2H, /=6.3Hz), 2.88(t, 2H, /=6.3Hz). 



S -t^A]^ ^^^^ -^l^ltb ^-^^ ^ <^1<=H1 th^^si^ 

<96> 4l^LJ. ' ^^^1^ 7>^) 

<97> 1:^^^^^ 5.0 mg* ?1 ^, ^-S^i 14.1 mg, Crospovidone USNF 0.8 mg, ^ i^}rLt|l 



<98> 4LJ_2 : S^) 

<99> 5.0 mg^ ^ ^, 16.0 4.0 mg^ ^^-e^T-^cl-. l-el 

^wflolH 80 0.3 mg4- ^^th #^1 ^-91 ^ ^1 ^7] ^-^^o]! 7>-erM 1=^1 ^2l-^>^i=1-. 

^^1, ^^S]^ t]-B^X[o]^ 2.7 mg^ ^Bfl6>£llo]H 2.0 mg^ 
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<ioi> 5.0 mg* n]S. ^ 14.8 mg, #51^1^ 3t)^5^s. iq.q mg ^ p>I1 

vi]^ ^BflofeflolH 0.2 mg^ -g^^. ^l-§-*H 
it^tt No. 5 €el-€ ^^#«^] ^11^^. 



<103> 1) At-HJ-^-^-jollAl^ A]-o1^7>?1 

<104> S|e 2^ ojifloll ^V<g^ 61=^^ ^^ci] ^7j-tb ^1-S^> 5^^S.^B] ^ 

tfl^^^ ^^^1-^1=1-. 37 "C^l^i 1A1:?>^^ c^jw] tifl^y:^ :f LPS(lipopolysaccharide) 1 
Hig/mim 7}^}JL ^^^£<^lAl 4^1^ tfl;^] 12-^1;?]: ti>-§-Al7l31, 4 'C^]^^ 3000 rpm-^S. 10^^ 
€^l:S)^>^T=f. ^S^^^ l-el-ST^l-# ^fl^^>^ TNF-a ELISA ^IH* A>-g-§]-jL, 

TNF-a^ -^^^^ 7l^o.^ ^j-c^ l-e1-^T^> ^ TNF-a» ^^^V^^, <^1^ "^^l-^ 
TNF-a Si^M IgG ■%l-^fl7> 3.^^ #&I1<^1H» ^>-g-^T-^i^. IL-la-^l tfl^ X\-^-^ ^f^X] 

^7] «J-'^<^1 ^^11 ^-iBl^flAi §Bj-2.T^>-l- A]-^ iL-la ELISA 7lH» a>^^1.ji, a> 

^ IL-la^ 'y^^ 7l§o.^ -arlo^ #s}sp> tfl IL-la* ^^^^V^^i^^, olxcfl %a>^ il-1 a S 

ic.#^ «J-^fl7> 3.^^ l-eflo]H* A>-g--5:l-^C|-. in>^7>XlS., PGE2<^1 ifltt -^1^* ^"Sfl^l -^1" 

7l ^«fl ^-lel^fl-H #e^-2:P>» PGE2 ELISA ^l-g-^>JL, 7^^^ 

PGE2^ <^<>* 7l^o.^ ^}<^ ^ef^T^V ^ PGE2# ^J^^>^^T=^, ^J--^}^ PGE2 
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^^1^^ ^^jl, o]^ ^^.t^Ib^-aI (indomethacin)^ %^^^r 

<105> [s. 1] 





tNF-a ^^il-^ 


IL-Ia ^;^)^ 
(^£) 


PGE2 ^^1^ 

(^^) 


?i:£^lB]-Ai 


37 % 
(200 A^g/mL) 


25 % 
(200 j:/g/mL) 


37 ft 
(200 jwg/mL) 


-M^HI 3 


90 ft 
(100 ng/mL) 


95 % 
(100 ng/mL) 


24 ft 
(300 //g/mL) 


^^1^1 6 


84 % 
(100 ng/mL) 


90 % 
(100 ng/mL) 


23 ft 
(300 //g/mL) 


^^Ml 9 


82 % 
(100 ng/mL) 


93 ft 
(100 ng/mL) 


38 ft 

(300 fig /ml) 



<106> 2) ^#£.^^^1^-]^ A>o1:^7>o1 ^:^fl^A^ 

<107> 180 200 SD^l 24^]^ €^ (^>-n-^n^)^1^ ^V^^V^T^f. ^1^^ 

40 mg/kg^ :^^^o^§>Jl Ia]^ LPS 1 /^g/mL» 2^1^ 

sl^jA]^ 4tfl^^T3flol]A-l -t^^ ^fl#l^]-^ ^^<^lAl 2Al:?> ^ 12,000 rpm 

2^Z\: ^^y^s^-sl-^ti}-. -^JA^^ ^e|-ST:i>» ^fl#I^H ^ TNF-a ELISA ^1H» ^>-g-^> 
31, ^ TNF-a^ 7]^^S. ^^Z.r'} TNF-a» ^i^^}^JL. o]^ -^v^ 

TNF-a IgG ■sj-^fl7> ^^^^ ^-s^fl^lH* ^V^-^V^i^l-. IL-la'^l cfltb a]"^^ ^tflAl 

^V] :^^5l€flA-] ^ej-^p].^ ^ IL-ia ELISA ^IH* A>-g-:g:l- ji , ^ 

IL-la^ <^c>^ 7l$^S ^1-0^ #e1-^T^} 1^ IL-la# ^1^ IL-1 a 

^j-^l7> 3.^^ A>-g-^>^cf. p>^7>;^lS, IL-6«^1 tHtt a]^^ ^«flAi ^7] wj- 

i^ofl o:]§fl ^^e^^flA-l s-eij-^^Pl-l- ^ il-6 ELISA 7lH» a]-§-^1-ji, ^ IL-6^ ^o^^ 
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7l^o.s. #e1-^T^> vfl lL-6» ^^^>^-^T=^. '>M "^^ IL-6 ^^^]7} «■ 

^ l-e:!-^^]-* ^ INF-y ELISA a>^^}jl, ^ INF-y^ ^^^^ 7l§^S. ^}<^ 1- 

ifl INF-Y^ ^^^-^}S^^^, ^1-^ INF-Y S.i^#€r %l-^fl7> #s)lolH* Af-g- 

<108> 2] 





m-a 


IL-la ^^-11^ 


IL-6 ^^|# 


INP-Y 






(^:£) 


(^£) 


(^H) 




46 % 


24 % 


60 % 


13 % 




(200 mg/kg) 


(200 mg/kg) 


(200 mg/kg) 


(200 mg/kg) 


^^\^\ 3 


75 % 


65 % 


71 % 


48% 




(40 mg/kg) 


(40 mg/kg) 


(40 mg/kg) 


(40 mg/kg) 




39 % 


52 % 


78 % 


51 % 




(40 rag/kg) 


(40 mg/kg) 


(40 mg/kg) 


(40 mg/kg) 


^^Ml 9 51- W 


59 % 


62 % 


43 % 


45 % 




(40 mg/kg) 


(40 mg/kg) 


(40 mg/kg) 


(40 mg/kg) 



3^51^1 51-^1:^^ ^91 ^^^^^Itl wliL^flA-^ TNF-a ^ IL-la 

d\]X\o^ A}o]s.9}o] <^^]%A^ ^]M<=^]^'\^ TW-a , IL-la, IL-6 ^ INF-y ^^B^i ^l^a 
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<iio> A] ^0^1 2: ^#S.^<^1>H^ ^ 

<ili> 1) a^^^^j -ttSl =f]^^ Al-^(Croton oil-induced ear edema test) 

<ii2> ICRClnstitute of Cancer Research)^! t^^V^^iC^I^ 20-30 g)» ^ 

^ ^^11- -e.-^* ^^H^^W tb^ yl57-5r>o^ ^ ^^1^^ ^7}^^ ^ 

ji o]^ 1-51-4 H]57^>o^ ^^fl^^ ^-5^1-^1=1-. 4^ i S'^l M-Bl-^fl 

<113> 3] 





-f-^^Cmg/kg; 




-^^l-^^l-^CCelecoxib) 


100 


35 




2 


33 


10 


56 


50 


57 




2 


17 


10 


39 


50 


69 




0 


25 


10 


44 


50 


37 



<114> 2) <^1-g1-7l ^-M- Al^CArachidonic acid-induced ear edema test) 

<ii5> icr;^] Ti>-f^(xn^ 20-30 g)^ -^^^^ 6 t^}B:i* ^3.^ ^-<^ ^] 
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<116> 4] 





-T-'^l^Cmg/kg) 




A^5ll-3-Al H.(Celecoxib) 


100 


33 


^^Hl 3 si--^^ 


2 


33 




10 


51 




50 


46 


-M-^MI 6 




21 




10 


36 




50 


41 




2 


21 




10 


29 




50 


39 



<117> 3) 

<118> ICR p>-f^^l(^fl# 20-30 g) 10 t!: ^^S. ^}<^ ^]^<^] ^}-%-^}SX^. 

^%^>^ ^HB^l^i ^-11^ ^B^^^l- Hls^M ^l^^>^i=1-. 

<119> [Jt 5] 





^<^^tmg/kg; 




-lB^l^^l^(Celecoxib) 


100 


81 


^Ajo^l 3 Sl-^-i- 


10 


76 


50 


92 




10 


76 


50 


75 


^Ajc^l 9 Sl-^l- 


10 


73 


50 


76 
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<120> a 3 ^ a 4<^1 M-Bl-^ ^^S.^'Hl^i^ iii'gjL^il-* ^s^^Tg, ^ ix|-^ 3X\^ 

^ Al^^<5l 4i<^^^^l^ ^iBll^Aly.(iOO mg/kg)^ 2 mg/kg ^ 

10 mg/kg ^S-^l^i JLS). cl-dli S-^-M: ^^-^SX^ 50 mg/kg 

<121> £Et!r, ^7] a. 5^ ^^^1 '^^i , ^S^^ -isll-^Al ti.(i00 

mg/kg)^ w]^«fl^i ^-^^ -n-^>t!: ^Ajc^] 9 sf-^lr-er ^^fl^A] 

^ '^^^-§-<^l i-^sl^ A>o]:£^]-oi^ ^-5] ^oj.3i|^].oi^].(XNF-a), IL-la, IL-6, INF-y , 

<i23> i^el-^i, ^ ^^^1 ^7] s)-^^ IS i^ls]^ s)s]^ A>oi£7>«?l 

(cytokines)^ ^J^^^l- 4^o^t!: "^^^^ ^"^^^^l, SE^ ^S^^^ 

) 
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1^^-% 1] 

[ s^n^ 1] 




Sl--Sl-^ l<^lAi, 

Ri, R2, Rs, R4, Rs. Re ^ R?^ ^^^^ o.^ ^^s., ^HS. c^V-M, ^1^^ 

Al, oVi^li^.. Ci~C6 ^■l^'^^. C2~C6 ^i^-a:?!!^, Ci~C6 ^i^'&^^l. Ci~C6 ^^h^^, 

Ci~C6 M^T^lic., e,l-^o>T3li^, o]-^ o>Tn] i:. , o}^^Al, Ci~C6 "yT^^s:! ^ , Cl~C6 

'Sr^^i'd, Ci~C6 "yr^^i^^Mic^, ^V^^^'d, <^>€^^^, "^V^^S'd^^Hi^, <^>^, ^1 

^ 2L[-Z]- A-lS. ol:^:^>^ ^1*7]^ ^^§>*^ ^* n^S. ^Jl; 

^7] o>^^ 5)1^, ul-H^ ^ -8-^^ (fused phenyl) ^^l^i ^^^cf. 
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%^ 2005/1/17 



2] 

I 

31 

>11 1 5£fe 2 %><^1 ^<^^i, ^7] Ri, R2, Rs, R4, R5, Re ^ R?^ ^^^-^S 
^S., Ci~C6 ^i^M, C2~C6 ^i^^^fl^. Ci~C6 ^i^"^^^-^!, ^^-^-^l"?! ^ 

^1 1 ^<^1 -^7] Sl-«^-i^ IS. sj-l-^-^l 

3,4- r1^1^S-3il£q-i^[3,4-c]5q^^-l-^, 

6-1^1 €-3 , 4-1::] -e] ^^-s] B\-hz.[3 , 4-c] 3X) 5:1 ^-1-^ , 

5- til ^-3 , 4-1=1 ^1 :^S-3Xl [3 , 4-c] 5i] Si i=l-l-^ , 

6 , s-t^ # S.S.-3 , 4-ii| -Si J^S.-^ el-i^ [3 , 4-c] ^ si i^-l-^ , 

6,8- ^1 A] -3 , 4--c:l ^ :e.s-21 si-i^ [3 , 4-c] si 1=1-1-^ 
01 

[^^■^ 51 

14^ sl-^^ 2S S^l^l^ ^7l ^;^1] ^H^i Re "^-n- '^r^ <^1^^11^ sl-^l-3zl- 
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5L^^>^ s.;^ o.^ 



mn-^ 2] 
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-^7] , Ri, R2, Rs, R4, R5, Re, ^ Ry^ "^^l ^^-^ loflA^ ^^tb ^^51, 

^1 5 %><^1 ^^^i, Rg "t-B- "S:^ -^l^Bfls Wlr^ R6COOCH3S. 5.^1 

t' 

9] 

[ 1] 

33-31 



1020030100132 
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10] 



111 

[ sl-*!-^ 1] 
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^7] ^-n^ 1<^]^^, Ri, Rg, Rs, R4, R5. Re, R7, X ^ ^7] ^^-^ lofl^l ^^tt w> 



■^7] sl-«!-^ loil^i, Ri, R2, R3, R4. R5, Re. R7, X ^ ^z]- ^>7l loflA^ ;^^o^-^ 131- 

13] 

^1-^* ^'^l^i ^"13^ ^^^s -5}^ 



12] 



[ 1] 
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